The study of Morjana et al. (1) (7, 20) , the A form of a-lactalbumin (3, 21) , the N-and C-terminal helices in a cytochrome c intermediate (22) (23) (24) , and a ribonuclease A intermediate (25, 26) . Given the wide variety of possible folding intermediates, more careful experimental characterization is required. It is essential to establish the amount and identity of the secondary structure present. Compactness alone is a poor criterion, as both intact and fragmentary globules can have similar hydrodynamic properties. One must determine whether or not the side-chain packing is well-defined. For native-like modules, studies of their folding kinetics should be undertaken to ascertain whether these intermediates themselves have kinetic intermediates that are fragmentary and/or intact globules. Furthermore, the cooperative process responsible for side-chain fixation needs to be better understood. De novo studies of designed molecules offer the possibility of exploring the packing requirements for side-chain fixation. For example, in the de novo proteins studied by Raleigh and DeGrado (17), one can engineer a variety of mutants that span the range of the 14 residue substitutions and attempt to ascertain which subset ofthese substitutions provides for well-defined side-chain packing. The newly developed de novo models of protein folding should prove very useful to guide experiment. Thus, in the next few years, the prognosis for making major progress in the understanding of protein folding is quite good.
